Hepatitis B virus (HBV) is a hepatotropic DNA virus causing hepatic diseases such as 19 chronic hepatitis, liver cirrhosis, and hepatocellular carcinoma. 
Introduction
whether high-level expression of STING was implicated in the induction of not only 209 type III IFN but also pro-inflammatory cytokine including IL-6 through the NF-B 210 signaling pathway. IL-6 mRNA induction in p-dGdC-transfected NKNT-3/NTCP 211 #28.3.25.13 cells was higher than that in p-dGdC-transfected NKNT-3/NTCP #28.3.8 212 cells (Fig. 5A ). In addition, the knockdown of STING reduced IL-6 mRNA induction in 213 p-dGdC-transfected NKNT-3/NTCP #28.3.25.13 cells (Fig. 5B ). Since the 214 phosphorylation of NF-B p65 at Ser536 was required for the activation ofIL-6 mRNA induction through the noncanonical NF-B signaling pathway in 221 NKNT-3/NTCP #28.3.25.13 cells. We next examined whether HBV infection also 222 triggered IL-6 mRNA induction through the noncanonical NF-B signaling pathway in 223 signaling pathway in NKNT-3/NTCP #28.3.25.13 cells. NKNT-3/NTCP #28.3.25.13 229 cells are a useful tool for studying hepatic carcinogenesis caused by the HBV-triggered 230 inflammatory response through the NF-B signaling pathway. 231
232

Discussion 233
Cytoplasmic DNA or RNA sensors trigger the innate immune responses and the 234 inflammatory responses by recognizing viral PAMPs. We previously reported that one 235 of the cytoplasmic DNA sensors, cGAS, recognized HBV DNA as viral PAMPs and 236 subsequently induced the innate immune response through its adaptor protein, STING 237
[10]. In the present study, we found that the immortalized human hepatocyte NKNT-3 238 cells exhibited HBV susceptibility by stably expressing the exogenous NTCP (Figs. 1C  239 and 1D). Cells of one of the NKNT-3/NTCP cell-derived clones, NKNT-3/NTCP 240 but not in the parent, #28, #28.3, or #28.3.8 cells (Fig. 4D) in these studies, it was unclear whether HBV suppressed the induction of type III IFN 263 through these HBV proteins. Our results showed that HBV transiently induced ISG56 264 mRNA induction at 5 and 9 days, but not at 13 days, after HBV infection in 265 NKNT-3/NTCP #28.3.25.13 cells (Fig. 3D ). This result suggests that HBV possesses 266 two opposite functions to simultaneously trigger or suppress the induction of type III 267 IFN. Further analysis is needed to examine whether or not HBV suppresses the 268 induction of type III IFN. 269
We also showed that HBV infection induced a pro-inflammatory cytokine, IL-6, 270 through the noncanonical NF-B signaling pathway in NKNT-3/NTCP #28.3.25.13 271 cells (Fig. 5F ). STING also mediates host inflammatory responses by triggering itspreviously reported [10] . 
Statistical analysis 366
Statistical analysis was performed to determine the significance of differences among 367 groups by using Student's t-test. P < 0.05 was considered statistically significant.
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